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First Office Action on the Merits 

Election/Restrictions 

1 . Claims 26-28 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b) as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Election was made without traverse in Paper No. 9. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the first paragraph of 35 U.S. C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
♦ Pertains, or wrth which it is most nearly connected, to make and use the same and shall 

set forth the best mode contemplated by the inventor of carrying out his invention. 

3. Claims 29-40 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for inhibition of cell mitosis (angiogenesis), does not 
reasonably provide enablement for inhibition of neovascularization not due to 
angiogenesis. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirement of 35 USC 112, first paragraph, have been described in In re 
Wands, 8 USPQ2d 1400 (Fed. Cir. 1988). Among these factors are (1) the nature of 
the invention, (2) the breadth of the claims, (3) the state of the prior art, (4) the 
predictability or unpredictability of the art, (5) the amount of guidance or direction 
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presented, (6) the presence or absence of working examples, (7) the relative skill in the 
art and (8) the quantity of experimentation necessary. When the above factors are 
taken into consideration, the examiner's position is that one skilled in the art could not 
perform the invention commensurate in scope with the instant claim without undue 
experimentation. 

The claimed invention is a method of inhibiting neovascularization. However, 
according to the present specification, page 5, lines 18-21, the claimed compounds 
have anti-mitotic activity which was "evaluated by testing their ability to inhibit the 
proliferation of new blood vessel cells (angiogenesis)". Thus, the present specification 
is equating angiogenesis to anti-mitosis. Angiogenesis is the process of 
neovascularization from pre-existing blood vessels. The term "neovascularization" is 
broader than angiogenesis and includes proliferation of blood vessels in tissue not 
normally containing them or the proliferation of blood vessels of a different kind than 
usual in a tissue. The present specification lacks examples of proliferation of blood 
vessels in tissues not normally containing them or of a different kind than usual in a 
tissue and thus, does not provide guidance to enable to the skilled artisan to practice 
the claimed invention commensurate in scope with the instant claims. The skilled 
artisan would have to first search the literature for an assay that would be useful in the 
determination of the ability of compounds to inhibit blood vessel proliferation in tissues 
not normally containing them or the proliferation of blood vessels of a different kind than 
usual in a tissue. He would than have to test the numerous compounds encompassed 
by the claimed invention in said assays in order to determine that ability to inhibit blood 
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vessel proliferation as defined by the term "neovascularization". Said determination 
would result in undue experimentation. 

It is suggested that the claimed invention be limited to angiogenesis or the 
specific diseases as disclosed by the present specification. 

4. Claims 29-40 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The instant claims fail to comply with the written description requirement because 
of the inclusion of subject matter not described by the present specification. For 
example, the recitation of (a) inhibition of neovascularization and (b) R t as a straight, 
branched, or substituted alkyl with up to 10 carbons or a heterocycle. However, the 
present specification defines (a) the inhibition of cell mitosis and equates said to 
inhibition of angiogenesis not neovascularization and (b) Ri as a substituted or 
unsubstituted alkyl, alkenyl or alkynyl group of up to 6 carbons not up to 10 carbons 
or a heterocycle. Therefore, the present specification does not convey to the skilled 
artisan that the inventor(s), at the time of filing of the application, had possession of the 
claimed invention. 

Note: The above are only examples of subject matter not described by the 
present specification. Please note the definition of other R groups. 
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Doubl Patenting 

5. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman 1 1 
F.3d 1 046, 29 USPQ2d 201 0 (Fed. Cir. 1 993); In re Longi, 759 F.2d 887, 225 ' 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington 
41 8 F.2d 528, 1 63 USPQ 644 (CCPA 1 969). ' 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1 . 1 30(b). 

Effective January 1 , 1 994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



6. Claims 29, 30, 32, 33, 35, 36, 38 and 39 are provisionally rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable 
over claims 46-62 of copending Application No. 10/280,831. Although the conflicting 
claims are not identical, they are not patentably distinct from each other because they 
both encompass inhibition of angiogenesis in a mammal. The latter application differs 
from the present invention by reciting a more limited invention, i.e., treatment of specific 
mammalian diseases characterized by undesirable angiogenesis utilizing 2-methoxy- 
estradiol. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 



7. Claims 29-40 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 46-62 of 
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copending Application No. 10/080,076. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because they both encompass inhibition 
of cell mitosis/angiogenesis in a mammal. The latter application differs from the present 
invention by reciting a more limited invention, i.e., treatment of mammalian diseases 
characterized by undesirable cell mitosis, i.e., angiogenesis. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

8. Claims 29-40 are rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1, 2, 5 and 7 of U.S. Patent 
No. 5,504,074. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because they are both drawn to treatment of mammalian 
diseases characterized by undesirable angiogenesis. The instant invention differs from 
the cited patent by recitation of "inhibiting neovascularization" which includes inhibition 
of proliferation of blood vessels not encompassed by angiogenesis. 

9. Claims 29-40 are rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1, 4, 6 and 8 of U.S. Patent 
No. 5,661,143. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because they are both drawn to treatment of mammalian 
diseases characterized by undesirable cell mitosis. The instant invention differs from 
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the cited patent by recitation of "inhibiting neovascularization" which includes inhibition 
of proliferation of blood vessels not encompassed by angiogenesis. 

Claim Rejections - 35 USC § 102 

1 0. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

1 1 . Claims 29, 30, 35 and 36 are rejected under 35 U.S.C. 1 02(b) as being 
anticipated by Seegers et al. 

Seegers et al. teach the antimitotic properties of 2-methoxyestradiol (see the 
entire article, especially Abstract and pages 807-809). The method of use taught by the 
reference is encompassed by the instant claims. 

Claim Rejections - 35 USC § 103 

12. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains 
Patentability shall not be negatived by the manner in which the invention was made. 

13. Claims 31-34 and 37-40 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Seegers et al. 



Application/Control Number: 10/077,142 Page e 

Art Unit: 1616 

Seegers et al. teach the antimitotic property of 2-methoxyestradiol (see the entire 
article, especially Abstract and pages 807-809). 

The instant claims differ from the reference by reciting inhibition of ocular 
neovascularization. However, the ordinary artisan in the art at the time of the present 
invention would have the reasonable expectation that 2-methoxyestradiol would inhibit 
mitosis in any tissue and, thus, would inhibit cell mitosis in ocular tissue. The motivation 
to utilize 2-methoxyestradiol in inhibition of ocular neovascularization is based on the 
teachings by Seegers of the antimitotic property of the compound and the expectation 
by the skilled artisan that 2-methoxyestradiol would exhibit antimitotic activity 
irrespective of the tissue. 



Telephone Inquiry 

1 4. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Barbara P. Badio, Ph.D. whose telephone number is 
703-308-4595. The examiner can normally be reached on M-F from 7:30am-4pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on 703-308- 2927. The fax phone number 
for the organization where this application or proceeding is assigned is (703) 872-9306. 
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Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
1235. 
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Art Unit 1616 
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